The last 30 years of pulmonary hypertension research is a qualified translational success story. Patients with portopulmonary hypertension (PoPH) have benefitted from inclusion in the licensed indications for novel therapies, despite small numbers of patients enrolled in studies ([@bib1]). There has, however, been very little movement in our parallel understanding of the pathophysiology. Perhaps as a consequence of this gap between evolving treatments aimed primarily at other disease causes, as well as our lack of mechanistic insight in PoPH, outcomes for patients remain poor. Modern registry data demonstrate 5-year survival stuck around 40% for patients with PoPH, in contrast to the improving survival in other disease forms ([@bib2]). With a paucity of funded research, limited preclinical modeling, and no real external drivers for industry to engage in this question rather than focus resources on subsets of patients in phase 3 trials, there has been little in the way of new hypotheses to consider. An added complication is that patients have two disease processes, pulmonary hypertension and liver disease, and the relationship between the degree and nature of liver disease and splanchnic and pulmonary pressures has not been clearly resolved ([@bib3]).

In this edition of the *Journal* (pp. [891--902](10.1164/rccm.201807-1236OC)), Nikolic and colleagues report a potentially fundamental advance in our understanding of disease ([@bib4]). BMP9 (bone morphogenetic protein 9), a ligand of the TGF-β (transforming growth factor-β) superfamily that has a selective binding affinity to the BMPR2 (bone morphogenetic protein receptor type 2)/ALK1 (activin receptor-like kinase 1) complex, is significantly reduced in PoPH but not in other forms of pulmonary arterial hypertension (PAH). BMP9 is emerging as an important and novel regulator of vascular homeostasis ([@bib5]). The concept that BMP signaling may be important in the liver vasculature has clear precedent. Hereditary hemorrhagic telangiectasia (HHT) is characterized by arteriovenous malformations that affect organs heterogeneously. They are found commonly in the liver, and HHT is associated in around 80% of individuals with mutations in ALK1 and the circulating coreceptor endoglin ([@bib6]). In addition to the established link between HHT, BMP signaling, and PAH, the genetics of PAH have been pointing for some time to the critical importance of this specific ligand and its receptor complex. Completing the tertiary receptor/ligand complex, mutations in BMPR2 and BMP9 cause PAH ([@bib7]). Fitting beautifully with the human genetics, the BMPR2/ALK1/endoglin tertiary complex is highly expressed in the pulmonary endothelium, and BMP9 circulates at physiological levels ([@bib8]). To complete the background story, BMP9 is produced predominantly by the liver ([@bib9]).

We therefore have a ligand that is highly pulmonary endothelial specific and regulates vascular homeostasis, and PAH develops when there is a reduction in signaling downstream of BMP9 related to rare mutations in all of the ligand receptors and, moreover, the BMP9 ligand itself. We now know that in liver disease, the development of PAH is associated with reduced levels of BMP9, and this was not clearly demonstrated in the context of all patients with liver disease and no PoPH. Critically, BMP9 is not reduced in other forms of PAH, and therefore the reduction in BMP9 is unlikely to be simply a consequence of pulmonary vascular remodeling and secondary to dysregulated homeostasis. Though the number of patients in Nikolic and colleagues' study ([@bib4]) with PoPH was modest (*n* = 28), this was repeatable in two separate cohorts. The underlying causes of the liver disease were heterogeneous, though with a predominance for hepatitis C virus, and were reasonably matched with the liver disease without PoPH group. This seems likely to be a consequence of liver disease itself and therefore relevant to the spectrum of underlying diseases, though further work will be needed to confirm this. There is the tantalizing suggestion that the liver disease with no PH group, though not significantly reduced overall, may have a biphasic or nonnormal distribution, with a small number of patients with low BMP9 (significantly below the 99th percentile in the control group). Future work will have to clarify if the reduction of BMP9 precedes the development of PH and BMP9 is reduced on a spectrum related to extent of liver disease. The authors conclude that this is not the case on the basis of a lack of association with fibrosis scores and the utility of BMP9 in predicting PoPH, particularly in multivariate models over and above classical factors. As they acknowledge in their article, their numbers are small, and as such, these analyses need to be treated with caution.

One interesting area not commented on in the report by Nikolic and colleagues ([@bib4]) is hepatopulmonary syndrome (HPS). HPS is characterized by liver disease, intrapulmonary vasodilation, and hypoxemia. There were only two patients with HPS in this cohort, but further work can clarify if BMP9 is also altered in these patients, who may sit on a spectrum with PoPH. PoPH and HPS share similarities but with wildly different phenotypes. Both syndromes are thought to relate to an imbalance in vasoactive regulators, though in PoPH we see pulmonary vasoconstriction, and in HPS we see the opening up of intrapulmonary shunts. HPS will usually regress with liver transplant, but PoPH classically does not ([@bib10]). It is not currently clear why patients with liver disease, portal hypertension, and hyperdynamic states can have two apparently diametrically opposed pathologies. Cirrhosis and liver disease are known not just to profoundly affect liver and splanchnic vascular beds but also to have significant systemic vascular effects ([@bib11]). We know that the effects of mutations downstream of BMP9, notably ALK1 and endoglin in HHT, are not restricted to the pulmonary vasculature. The liver features prominently in arteriovenous malformation, and vascular dysplasia phenotypes, though heterogeneous, are partially influenced by mutation status ([@bib6]). Hervé and colleagues suggested 20 years ago that a "hepatic factor contained in normal hepatic venous blood plays a role in the control of pulmonary angiogenesis" ([@bib12]). BMP9 now looks like a strong candidate for this vascular homeostatic role. Looking from the perspective of PAH, if there was any doubt about the centrality of BMPR2 signaling across multiple forms of PAH, this work surely adds another significant brick in the wall.

The recent demonstration of a role for BMP10 in zebrafish vascular homeostasis and arteriovenous malformations ([@bib13]) means that alternative BMP signaling may need to be reevaluated in the context of liver disease. In addition to clarifying an association between PoPH and BMP9 in human disease, Nikolic and colleagues ([@bib4]) confirm previous work on an orphan model of liver disease--associated pulmonary hypertension: the carbon tetrachloride--induced cirrhotic murine model ([@bib14]). This underused model will give the field an animal model for mechanistic and therapeutic studies focused on modulating the pathway in the future. The net result of this work is to open up a rich vein of possible research looking at the role of BMPs in pulmonary and systemic vascular homeostasis in liver disease and cementing a model for preclinical animal work to compliment patient studies. The recent demonstrations of efficacy in animal models of PAH using BMP9 therapy and ligand traps for transforming growth factor-β ([@bib15], [@bib16]) mean that the roadmap to experimental studies in liver disease is both plausible and possible. The authors are to be highly commended for reinvigorating preclinical studies in PoPH.
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